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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
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I. Basis of the report 



I . This report has been drawn on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article J 4 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments.): 



| | the international application as originally filed. 

the description, pages 

pages 

pages 

pages 
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as originally filed, 
filed with the demand, 
filed with the letter of 
, filed with the letter of 



10 July 1998(10.07.19981 



^ the claims, 



Nos. 
Nos, 
Nos. 
Nos. 
Nos. 



4-8,12-16 



1,3,9,11 



, as originally filed, 

, as amended under Article 1 9, 

, filed with the demand, 

, filed with the letter of 

, filed with the letter of 



10 July 1998 f 10.07.1998) 



^ the drawings, sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig 
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, as originally filed, 
, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

the description, pages 

the claims, Nos. 2.10 



I 1 the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered 
' 1 — 1 to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims 1,3-9,1 1-16 YES 

Claims N0 

Inventive step (IS) Claims 1,3-9,1 1-16 YES 

Claims NO 

Industrial applicability (IA) Claims 1,3-9,1 1-16 YES 

Claims NO 



2. Citations and explanations 



Document 1: JP, 60-19716, A 
Document 2: JP, 7-149786, A 
Document 3: JP, 8-169891, A 

Document 4: Surette, Marc E. et al. 3 Biochemistry, (1996) 35 (28), p. 9187-96 
Document 5: Boggs, Kevin P. et al., J. Biol. Chem., (1995), 270 (19), p.l 1612-18 
Document 6: Jayadev, S., et al., J. Biol. Chem., (1995), 270 (5), p. 2947-52 
Document 7: Robertson, Noreen M. et al., Cancer Res., (1995), 55 (3), p. 548-56 

Explanation: 

Documents 1 through 3 cited in the ISR and documents 4 through 7 newly cited in the IPER 
neither describe nor suggest the inventions disclosed in Claims 1, 3 through 9, 11 through 16. 
Therefore the subject matter of Claims 1, 3 through 9 and 11 through 16 appear to be novel and 
to involve an inventive step. 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/03997 



A. CLASSIFICATION OF SUBJECT MATTER 

..Int. Cl6 ' A61K35/78 ,.,80 , 84 , 66,. 38/00 , . 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 A61K35/78 , 80 , 84 , 66 , 38/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
Y 
A 



X 
Y 
A 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 60-19716, A (Takeda Chemical Industries, 

Ltd . ) , ; 

January 31, 1985 (31. 01. 85), 
Full text (Family: none) 

JP, 7-149786, A (Sagami Chemical Research 
Center) , 

June 13, 1995 (13. 06. 95) , 
Full text (Family: none) 

JP, 8-169891, A (Abi K.K.), 
July 2|, 1996 (02. 07 . 96) , 
Full text (Family: none) 

JP, 6-25002, A (Tsumura & Co.), 
February 1, 1994 (01. 02. 94), 

Full text & WO, 93/23033, A & AU, 9342722, A 
& EP, 64 2793, A 



Relevant to claim No. 



2 
10 

1, 3-9, 11-161 



2 
10 

1, 3-9, 11-161 



10 



16 



[x] Further documents arc listed in the continuati on of Box C. Q See patent family annex 

'V later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 



Special categories of cited documents: 
"A" document defining thc general state of the art which is not considered 

to be of particular relevance 
"E" earlier document but published on or after the international filing date 
"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other 

means : 
"P" document published prior to the international filing date but later than 
the priority date claimed 



"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y M document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the^document is 
combined with one or more other such documents,such combination 
being obvious to a person skilled in the art j 

"&'* document member of the same patent famil y 



Date of the actual completion of the international search 
January 5, 1998 (05. 01. 98) 



Date of mailing of the international search report ( 

January 13, 1998 (13. 01. 98) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 
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Tai. P-K. K.. Maeda. Y.. Nakao. K.. Wakim. N.. Duhring, J., and Fahcr. L. A 
59-kiloda!ton protein associated with progestin, estrogen, androgen, and glucocorti- 
coid receptors. Oiochemistry, 2 5: 5269-5275. 1986. 

Ycm, A. W., Tornassclli, A. G., Heinrikson, R. L., Zurcher-Neely. H.. Ruff, V. A.. 
Johnson, R. A., nnd Deibel. M. R. The Hsp56 component of steroid receptor 
complexes binds to immobilized FK506 and shows homology to FKBP-12 and 
FKBP-13. J. Diol. Chem.. 267: 2868-2871, 1992. 

Mendel, D. 13., Bodwcll, J. E., Gametchu, B., Harrison. R. W., and Munck, A. 
Molybdate-stabilized nonactivatcd glucocorticoid-receptor complexes contain a 90- 
kDa non-steroid binding phosphoprotein that is lost on activation. J. Biol. Chem., 
261: 3758. 1986. 

Howard, K. J., and Distelhorst. C. W. Evidence for intracellular association of the 
glucocorticoid receptor with the 90-kDa heat shock protein. J. Biol. Chem.. 263: 
3474-3431. 1983. 

Dalman, F. C, Bresnick. E. H., Patel, P. D.. Perdew, G. H.. Watson, S. J. Jr., and 
Pratt, W. B. Direct evidence that the glucocorticoid receptor binds to hsp90 at or near 
the termination of receptor translation in vitro. J. Biol. Chem., 264: 19S15-19S21. 
1989. 

Schmidt, T. J., and Litwack, G. Activation of the glucocorticoid-receptor complex. 
Physiol. Rev., 62: U31-U91, L9S2. 

Bodine, P. V., and Litwack, G. The glucocorticoid receptor and its endogenous 
regulators. Receptor, /: 83-120. 1990. 

Tai, P-K. K., Albers, M. W., Chang, H., Faber, L., and Schreiber. S. L. Association 
of a 59-kilodalton immunophilin with the glucocorticoid receptor complex. Science 
(Washington DC), 256: 1315-1313, 1992. 

Danielsen, M., Northrop, J. P., Jonklass, J., and Ringold, G. M. Domains of the 
glucocorticoid receptor involved in specific and nonspecific deoxyribonucleic acid 
binding, hormone activation, and transcriptional enhancement. Mol. Endocrinol., I: 
316-S22, 1937. 

Danielson, M., Hinck, L., and Ringold, G. M. Mutational analysis of the mouse 
glucocorticoid receptor. Cancer Res. Suppl., 49: 2236s-229ls, 19S9. 
Bodine, P. V,, and Litwack, G. Evidence that the modulator of the glucocorticoid- 
receptor complex is the endogenous molybdate factor. Proc. Natl. Acad. Sci. USA, 
85: 1462-1466, 19S8. • 

Bodine, P. V. t and Litwack, G. Purification and structural analysis of the modulator 
of the glucocorticoid-receptor complex. Evidence that modulator is a novel phospho- 
glyceride. J. Biol. Chem., 263: 3501-3512, 1983. 

Bodine, P. V., and Litwack, G- Modulator: the missing link. Mol. Cell. Endocrinol., 
74: L77-LS1. 1990. 

Schulman, G., Bodine, P. V., and Litwack, G. Modulators of the glucocorticoid 
receptor also regulate mineralocorticoid receptor function. Biochemistry, 31: 
1734-1741, 1992. 

Hsu, T-C, Bodine. P. V., and Litwack. G. Endogenous modulators of glucocorticoid 
receptor function are also potent regulators for purified protein kinase C. J. Biol. 
Chem., 266: 17573-17579, 1991, 

Alnemri, E. S., and Litwack, G. Glucocorticoid-induced lymphocytotysis is not 
mediated by an induced nuclease. J. Biol. Chem., 264: 4104-4 LU, 1939. 
Alnemri, E. S., and Litwack, G. Activation of internucleosomaf DNA cleavage in 
human CEM lymphocytes by glucocorticoid and novobiocin. J. Biol. Chem., 265: 
17323-17333, 1990. 

Wyllie, A. H. Glucocorticoid-induced thymocyte apoptosis is associated with endog- 
enous endonuclease activation. Nature (Lond.), 284; 555-556, 19S0. 
Wyllie, A., Kerr, J., and Currie, A. Cell death: the significance of apoptosis. Int. Rev. 
Cytol., 63: 251-306, 19S0. 

Vaux, D. Toward an understanding of the molecular mechanisms of physiologYca! ceil 
death. Proc. Natl. Acad. Sci. USA, 90: 7S6-7S9, 1993. 

Cohen, J. J., and Duke, R. C. Glucocorticoid activation of a calcium-dependent 
endonuclease in thymocyte nuclei leads to cell death. J. Immunol:, 132: 38-42, 1984. 
Compton, M. M., and Cidtowski, J. A. Rapid in vivo effects of glucocorticoids on the 
integrity of rat lymphocyte genomic deoxyribonucleic acid. Endocrinology. 1/3: 
33-45, 19S6. 

Schwartzman, R., and Cidlowski, J. A. Apoptosis: the biochemistry and molecular 
biology of programmed cell death. Endocr. Rev., 14: 133-151, 1993. 
Yuh, Y. S., and Thompson, E. B. Glucocorticoid effect on oncogene/growth gene 
expression in human T lymphoblastic leukemia cell line CCRF-CEM. J. Biol, Chem., 
264: 10904-10910, 19S9. 

Cetiker, M. Y., Haas, A., Saunders, D., and Litwack, G. Specific regulation of male 
rat liver cytosolic estrogen receptor by the modulator of the glucocorticoid receptor 
receptors. Biochem. Biophys. Res. Commun., 195: 151-157, 1993. 
Robertson, N. M., Schulman, G.. Karnik. S., Alnemri, E., and Litwack, G. Demon- 
stration of nuclear translocation of the mineralocorticoid receptor (MR) using an 
anti-MR antibody and confocal laser scanning microscopy. Mol. Endocrinol., 7: 
1226-1239, 1993. 
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39. Urda, L. A., Yen. I*. M.. Simons. S. S.. and Harmon. J. Region-specific aniiglucocor- 
ticoid receptor antibodies selectively recognize the activated form of ih c 
ligand-uccupied receptor and inhibit the binding of activated complexes to deoxyri- 
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Coiigan. J. E.. Kruisbeck. A. M., Margulies, D. H., Shcvach. E., and Strobcr, W. 
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C Attenuates ET-18-0CH 3 Cytotoxicity 



partial inhibition of CTP;phosphocholine cytidylyltransferase 
activity in crude cell extracts (58), BM41.440 arrests CA46 cells 
in the G 2 phase of the cell cycle (59), thus mimicking our 
findings with ET-18-OCH 3 (Fig. 2). It will be important to 
determine whether LPC also overrides the cytotoxic effects of 
these drugs. 

Our results also suggest that membrane phospholipid con- 
tent may be monitored by the mammalian cell cycle apparatus. 
The arrest of BAC1.2F5 cells in the G 2 phase when phospho- 
lipid accumulation is blocked during the S phase is reminiscent 
of the response of cells to S phase DNA damage. Cells irradi- 
ated in the S phase delay in G 2 to allow DNA repair before the 
cells commit to mitosis (60). By analogy, the G 2 arrest of cells 
with insufficient phospholipid would provide a mechanism to 
ensure complete membrane formation prior to cell division. 
Hartwell and Weinert (61) coined the term "checkpoint" to 
define the process in G 2 that monitors completion of DNA 
replication and DNA damage before allowing progression into 
the M phase. Research on the biochemical mechanism for G 2 
arrest in response to DNA damage has focused on the regula- 
tion of the cyclin B/cdc2 kinase complex, because the formation 
and activation of this complex are necessary for entry into the 
M phase (61-68). Cells delayed in G 2 accumulate the hyper- 
phosphorylated, inactive form of the cdc2 kinase subunit. ET- 
I8-OCH3 and other cytotoxic ether lipids may not arrest cells 
by exactly the same mechanism, because they do not directly 
damage DNA (11, 13). A unique biochemical mechanism for G 2 
arrest by antineoplastic lipids is suggested by the finding that, 
in cells arrested in the G 2 phase with BM41.440, the cdc2 
kinase is dephosphorylated; however, cyclin B protein levels 
are significantly reduced (59). Additional experiments are 
needed to determine if the regulation of cyclin B levels is 
a direct or indirect consequence of the inhibition of PtdCho 
synthesis. 
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Apoptosis inducers or carcinostatic agents characterized by containing as the active ingredient glycerolipids and/or glyceroglycolipids. 
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11 WW^DEAE-Sepharose Fast Flow *7 
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CI 8 : 3) Wtf&lTFZft. MtiLTIi7 3-7, dp-^n— 
>V— ^7i? h — ^ N ^;i^n^|fc x * x ^f7^ h-^, h 
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7Kii7K9 o o v v vs^mtx^^v j*—7kfa% (B*wmt±m) i. 3k g 

t)t fc5*T?3k3!!S*t!!fc&*»;:«fc <9 4 0 4>ra#a*^!r % Jfcl^-C3&*< fiA^T 9 0~9 
5tCllNFKML, &v^?ft£flU ftSpfcjl 1 0 0 L> h^&#fc„ 

JfcV^-ea^MtSS (^7h77!i7t/^~^-|il!CNAS) &/gv\ 
^^S^ltt&mv ^9 0 0 I) ^ hyKZ>ajK^Bt±fl»«tSrW»Ufe. 

@fi£#8t_L?ift£ 3 6 0 V y H^Sr^-feyVttfiiF E 1 0-FC-FUS038 
2 (^M^-T-ft 3 ^J) 2 0U j/h/^TSiSsLtc #^-C7kitzk£2 0 

JJ y h/u&anfcftttkU 1 3 g £r#*: 0 

(2) (1) I2«t(7)i4{ll^ 1 . 4 y y F;^, O. 2MCaCh 
^t2 0mMMm pHBtitfL, ig#f t*Jf££#fc 0 DEAE-Sep 
harose Fast Flow#^.A(0l4cmX45. 5cm) 2rl*IiSg 
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z <d b m& r # h - > * n & mm & is v> h ti tc . 

H! 1 l:tt!iiiCDE AE — S e p h a r o s e Fast Flow^^i^ 
tti/<# — ls&7jk-i- 0 i-Jfcto*,EI 1 ii*£i^Ei3 3fetttfci#70DE AE- S e p h a r o 
se Fast Flow^7^A(0l4cmx45. 5cm) (D^fctj^^ — > 
S:^-t-B|-e*> t) , ffittl I* # — yHSttiftfe-CcO 5 3 0 nmWRjtS, 7^/ — 
/V«T'©4 8 0 nm©M, &t/ffi>gj£ (mS/cm) , WAit? 7 * is 

fP^*;W</^uM^T*©5 3 0 nmOTO, itli^la|g^^t a ft 
*3 1 7 =7 t> is 3 >-CDft£4fi 1 0 0 0 m 1 XlbZ> 0 

(3) ±&j3miZX&mLiZBmfr8. 6g^MMlMNaC lCISlL 
, lMNaClt'llftLfcPheny 1-Sepharose 6 Fast 

F 1 o wjJ^A, (04. 4cmx20cm) iZTzf?^ Lfc 0 1 MN aClt 

(4) »li(D7*F->7iM©i^ 

±1EBSia\ Xt^Hlfififa 1 - (3) IS«feOttJS^ Ido^TsK h — *>^flSI»?SH4 
^^T^ii 1 ? (d^iJ^LfCo WiSlfllf 1 0%^tf5RPMI 1 6 4 0i#ife{C 
Tig^ LfcH L - 6 0 (ATCC CCL-2 4 0) 2. 5 X 1 0 5 i/4. 5 
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m i id, Bmftxtet$inmvo<v7kmmo . 5m i £^du 3 7°c, a smmm 

fimoX^^Tf^-S-r-J i/^DMWi (10/ig/ml) £»]Lfc 0 3^0$: 

SS^^ttfco ^r^^m^rEI 2 tC?Fi- 0 2 te_hfEH L - 6 0£fflJlStf>ig^ 

ff£l-**«£g 2 m g /m 1 CD B M^Xte*^}^ 0 . 9 m g /m 1 GD)|#§!^£^ 

m$ (n#ra) , m^nmmm^cD^.mm (xio 5 a/smi) &^-t-„ 
6es£?i^fi7k8s*D<wKu ethL^fPfiBiij^^p. e^LfnfiifM^mip^^ 
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ttjte^^/voe&g, SWAtt-fb^^^ Mitt (ppm) £^-r o fc*5, 'H-NM 
RX'(Dit^^-7 M(iHOD©f^->7 MS«r4. 6 5 p p m t LTi L,fz a 
'N-NMR (D 2 O) 

60.7 ( ffcS)j&<D3Zl&<D*'?-/U<D H) % 1. 1 (MM^CD * ^ U >>RTf7 =J — * O 
C-5{i(D^^/U60 H) , 3.1 — 5.6 08f ^ * 5 H ) 

(ii) GC-MSM 
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^f;l/;?n/i/>>7yi. 6m 1 S^Dx.*:^ £ Cfc SMsfCfcif 4>#8t Lt^ 
l/^c±?jf£f£ffl) 5r®^AQ^, Ml:3 0^r a mttfc o &<^T\ 5 0°CT*10 
:9TO0?fiU Tft^ ^nn*^i.lml ^Di^<liM|, ^ o o Jivu J»M 
1 m 1 X*3 [sJgfc}f>Lfc 0 #<btl,fc^ n n*yUAgftt«rK3|S|-B t L/c„ 

±IE. W**A;Rt*B«rDX- 3 0 2 ftft:9-#?i+ ( B #m^*±M) &fflV^TfE 
0kWX~G C — M S ^HftiLfc. 
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lt:^y!)A^7, 1.2ml/min 
■"^7.7.^ h/W?i'J^K*fQia : m/z 50~ 500 
V * * -< * h juWfetik 9 ig LB* Wl : 3 # 

: TC-1 (v?— m/i^-fir.^;*) 30 mX 0.25 mm I. D. 
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Cfe^ □ n zJwUA-C^^b Lfc 2 0 0ml tfM 7 ho if — X 6RS-8060 

Tir h ^Wittf* 80:20, 60:40, 40:60, 20:80 <£>*i-^-?Jli 

^8 0 : 2 0 0^ttl®^{-^V>T^ h — *>XR?8»tt«:fllW bfc 0 
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01 3, 14, 1 5, 1 6 iZ? n n TfrjUJ^feUiffiftt ^ n n sJvUA t Ti? h ^ 
W8 0 : 2 0O»miii^<7?#/rC5JiB«^XI4ttF^«5^-r^-V^ hi/ 
7A5r^t 0 -#"3te*?*>EI 1 3 . 1 4 fi^ n n^/WA^ttJlj^^ ^ n □ j^/WA^T 
ir h l/<Dtttf 8 0 : 2 0 (OigfcBilj ^fllfffifc^tf)^ n -v h # =? J± 

%7jk~tmT*h El 1 5 , 16I^D a^yUA^ttJM^t * on*;l/A £ Ti? h 
>><Dit& 8 0 : 2 0 O^Hiii^O#^ ty^n-rh^yA ^^f 

itfcs, frwiz.&\,*xm$tu-£ttttmm (%) > ««i±«tt«fi?Nfiffl (#) . t 

Ell 3, 1 5 {ZTjk-tX 0 t n n^yWAj^Jijjij^^^fi^^-^x^^®? 
/w^^®?) (El l 3 t°— ^ l ) co^ ^vu^^tvK ^ U ir n — ;u&&cd tf— ^ 

(il 5k- ^1) ^tftttJ*n/to *feEll4, 1 et/Tfi^^nn*;^ 
tT± b^(Dit^8 0 : 2 0 (D^tB®^^ ^ (i^ h^-r#>-g£ (5 ^ ^V^) 

(EI14t 0 — ^1) , St^^T^^ ('</U*?-^m (1141^-^2) 
0)* ^)V=sL7s^r,v, Wtvi—}V&%k(D\?—>7 m 1 6 tT— ^ 1 ) j&StfcttSSjh/fc. 

o 

flB«*ST# h — ^^W3B»i4&tJ«*$A/jNBJia*SJJil«i*JfS14S:Wi-5 ^ t # 93 & tf> t 
Hffiffll 3 

(i) wji- (i) rett<^^^^a***otttHfflg<D4 ofeF»«i4»2 3 o 

ml|:*iS:iiOL9 10ml il, wtblCai^ J — yU4 9 0 m 1 SrgsAD L, 2 B# 
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* / — /UpTi&4&<£rflMe$£@gL 7K 1 0 Om 1 ^r^jJOL, ^V^T^ n n^/Ui* : 
*/-,U=2 : 10l^4 0 0ml|:»DU 3fc#rt> < f*A,m, #8IL?c_kJI 
fSSrHHKLfco T»©^T«l^*BS:e*^, 7K&A0;tT 1 0 0 m 1 t U ^oSfe 
f^Sr 3lsljttt)iSUT»P>ix^:±JifflC«r»3Hie@^, * on^Vi 10ml 

^ n D*;i/AT*TOkLt 2 0 0 m 1 <D-< T h n tf— X 6RS-8060 (-f 

h ^(Di^^ 90:10, 70:30, 40:60, 20:80 (Dfc&®}Xm&te 

-^cD^Jt:, ^ n n^yPA^aiM^-t * a n Tft/UA £ Tir h:/<£>jfc^4 0:60 

(2) * n n ^/UM.mtHm^^^^ , is V y/l'T' U — h6 0F254 
*±gS!) ±fcl*#y mmm%k LX^-V-^ : =z—T;\s=9 : 1 SrfflV^ 

, il^n-7h^^7^-S:ffo!tir5, Rftti^O. 2 5 fCT^K h — ^*^ 

mi 7, i 8i:RfI^io. 2 5©^/K-> hwiTOXiM^^tv 

017, 18l^tJ:9tRfttlfiO. 2 5(D7^5/ h/i^r h7T*^ ( 

^yx^-^m mi 7 ^ i ) , ^^ih-r*^^ (/</\s^^^m mi 7 
2 ) , -blxutv fr-t^m (a-w >-m mi 7 \?—? 3) <d&* <d* 

fvi^^x/K -fen— ;PiJ|5(Dt'- ^ (® 1 8 fc° — ^1) j&Mftaj £*Lfc. 

o 
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(3) ^np*;l/Ai7ir by©tb^4 0 : 6 0 (DfemmftlZi £ , Jg§?§i&^ 
£ tt^on*/l/A : * — = 9 5:12 &Jgffl&&£ LTfflV\ M * c 
l>^77^- Srtf ofc<b r. 5, Rflit^jo. 3 3 KTstf h — ->;*BiJBJ&tt, a$ 

0 19, 2 0l:Rfli|(jO. 3 3 (O^Tfsy h<DmWj&$rXtemj$.ifr(D£:J 

? h j*&7jk-f 0 -tti:t>hm i 9iir f mmo. 3 ^co^y h<Dmwf$. 

ft<D±4 u-v h J*&?F-rmX*&'9 . IH 2 OtaR f ffi^O. 3 

Hi 9, 2 0 (d^i-J; ? \Z.K f \&m0 . 3 3W77lfj/ h^e>liTh7T*^ 

($y*^>R) (nii9t o — ^1) , *-*y*fii>m. (^/^^f-^wt) ( 

®1 9t°- 2 2) ^vum^^vK Jfv?b — X&&(Dti°—? (IH2 0b; 0 — ^ 
2, 3\ 4) RX$? ] ) -irn— ^ft*©t°- ^ (El 2 0 fc°— 1 ) tfMfcttl £nfc c 

a_t, ±ie^j6^J3- (.2) Rxj^nmm3- o) sagi©;*;** Mcia^y* 

#^IWftroimm«M2. 5 k g in 1 0 {gAcDTfcSr^D U 
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n^^Af ?ilb Lfc 2 0 O m 1 O^f 7 h a t*-X 6RS-8060 (tho 
OJttfS4 0 : 6 Tirh^ * ? / &lttc 0 

&&mmft&?&%fem, ->v h 6 o f 254 c^^^ m, /uau 

5mlO®60mM HCK ©1M SfcgL (D 1 % NaHCOa , ©1% 
Na 2 CO3 , ©1% Na! CO3 , ®? n □ i^jVMs : y: ^ / — yu= 2 : 1 „ 
(2) 7 5 %^ ^ y — yUTK^^s (E)0. 1 % S D S , XI2(§) O . 0 1 % SDSSr 
an*.; ®. (Ds (3), Itf©li6 0tt% ^tLJW^tt 3 7^C-C3Bf^ttffi bfd 
. ftfc, ^»®~ ®<0^»tSr — 2fe**W?Kt^o ®t©f*Na 2 COa T\ ®t 



A. itlS(-2 5ml(D7 5%^i^/— ^7k^^SrADx.T6 0 2 NF^ttttl b 
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B. 10ml (D±mi~ 3 0 m 1 y -/i^o^T^ U 3t»0_htil£MJ£ 
T^*!S^:@ Lfc*£ 0 . 4 m 1 <D7 5 / —/Ufc&mzfgM-fZo 

C. ±ffi*$£EET&m U 1 m 1 © 7 5 y 
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( 1 ) #4^6 - 3 4 6 6 0#&«ffi*&<E>;fr&K:ti£o-£\ !it7oA 
-^U^A (Lyophyllum ulmarium) M-8171 (FERM BP— 1415) &5&J# 

a *^«rBBHB3 - 6 5 2 6 1 ^aiHttO^-jfetd^o-cy 7^ ftt^T 

X (Lyophyllum decastes) K-3304 (FERM BP-4 3 4 8) Srfi&igL, U 

" ±K 8H?N&€-0. 5 g(C7 5%^*/— /U-7Ki&?&£2 5 m 1 

(2) ±!E2IJ£#!J6- (1) !5it(D^^y-yuttm^(O^A/^J]atim«]^Jf£ti 

^ y — ^t&ttim&^ft^frGTD/X PES7^/^- ( 7 y h ^|t^) 

n — h<D? m/W-A*^ tlC5 0 0 Oi©HL - 6 0'fflti&&1*-& 

1 0%tteJli^RPM 116 4 OtfHffil 00/il £r>!JQX., 5%j^&;tf*^ 
£T\ 3 7°CT'4 8l^rfl*i6bfco »liao^ffiS:3fe^«»«ET«^Lyt«, 5 m 
g/ml©3- (4, 5 - f^fry- ^- 2 -2, 5-^7^ = 
h5J/!)!?A^n* K (MT T ; 5^"^tfc»l) V ^lfe|»«A*7K*»t 1 0 /z 
1 ^^0x.-C5Elci4B#^i#*^^{t/cm. ^^-C«^^W^^m^b^„ * 
fc, 0. 0 4N HC l^t2-7 t ntVV7;U3-;H 0 0/i 1 ^Dtt«t<^ 
< liA/U 5 9 0 nmic*5'»tS!R3teSSriB!l3£U"rrLix«:JBei&*«5iflEi: Lfc 0 
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(3) %w,me>- (i) ^m<D-f-r^^ ^cn*.?; — ^t^tam^m^xmrnm 
'021, 2-2izy-'^iy^ i^co^^ y -^mmm^(Dm«^xnm^<D±^ 

^fliW^fe^-^^i-l'^-^^ n-^ h ^7^?:^titfc "J, H122 li^t->^ i?(Dx 

v^T^ttiits*}-^ (%) , m®i-kmzi%wm3 (#) , T^ji^^-y^#-^^ 

El 2 1 , 22 {c^-f«t {^^'-T-iy^ i/<D^f ; — yutttB^^l-fi-^^-f-r^^ 
(^1^5^$?) (El 2 1 t°— ^ 1) % &T»*-9, ZsX - 1 2-^-^^^ 
(U / -^t) (i2 1t-^2) ©pt ^vUji*^;k. ^=3 — 
&<7)fc 0 — ^ (i2 2t-^2, 3, 4, ) , h— A-&3fecDt 0 — ^ (El 2 2 

0Mfc09 7 

SI»W6B5*<0^^^^(7>?«j|Sltj!ft«&»4*5 g^2 5 0ml(D75%x^ 
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u temmzmtco zommm*. y-^,<tfu-?- oot) -cans 

*fc@U 2 0 m 1 CO 7 5 %x ^ y LT « v^ttffl^ 

Ifc&f&fco w<D^^p«^iftm»li8«D<D--lf|Jtwi/2»jM<7>7k, y-^-^^^tttB 

'In,. ^:(:5 000fiiDHL-60tt (ATCC CCL-2 

4 0) £-^ti> 1 0 o/o^JteiElfaJt-^^rR PM 11 6 4 0 tgi& lOO/i 1 SrflP*:, 5 

%mmjfx&i£T, 3 7x:-?4 8v$fmmmvtLo mm<Dmmt:yt^mw.mxwL%k 

Lfc^ 5 m g/m 1 COM T T V ^&««£ffi7fcigifc lO/il S^PX-TIE^ 4 B# 
M«F§I S««"CiNBJia©^*4»tieSr««bfeo 0. 0 4N H 

C 1 ^T^r 2 — tVl'T^^— lOO/i 1 ^rAP^T J: < f*A/ U 5 9 Onm 

iz.&nzw.jt&&mj£Lx^ti&mifamMmt t7t (mtt&) 0 

n aK-yi>A \ *9 J — : ?K = 6 5 : 2 5 : 4 1 ) , ^ n n tfc/WA : J ? / 

—;\s= 6 5 : 2 5 2 ) O 2 *#-C-t*L-en?Hl3t bTff ofc 0 -ttL-etb^i" 

y^/u*7A^n-7 h£D7 7^->3y^M^@L, tWIOl/2 0ft 
©7 5%=*/— l-WSSMSLT, fltT5Ei:l^«©MTT&-C*SA/aBJiaHIJa 

:zK=6 5 : 2 5 : 4) ^Dflfc, ^^m, 1 T*{i> y^UyKIlI 

> (if) , =yt Ky^ICSJStS^^yh 
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fit. 7 , yAyy^l(:Sjst5^^y =.^t Ky ^WISI^KjcSi-s^sKy 
^ n-^ h^rfrofco &W)1fc b LT N * o dtJvUA : ^ ^ / — 9 5:5 

3) &jbwc 0 mmtrnmicG-??? «> 3 ^Mnftt7yt^ u stta** 
©i^, &#3 M&^-cji, ^ y i« y 1 5 ^ * 7 h ^#st 5 f u 

M1&M6mm.(D7 f -)-^?i ^<a&&&j!&&&4fe 1 g £ 5 0 m 1 (D 7 5%zl? S — 
$ ]) —3is<tfu — ?— (3 01C) t?jft<gft@U,-«->«r, 8m l©7 5%x?y- 

7t^Lfc„ 7 5%3i^/~-^7K^^^ 5 0%3i^/— /U7ki&?&ttffi^<£> 1 0{g 
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25 n 1 £fasf<t U S-^W&^lsibtzmz, ^teiSjkfflf 1 0%*:^W 
tiR PM I 1 6 4 0«Tif$LtHL-6 0«2. 5 X 1 0 5 <B/4. 

On/ml) SrSSaoLfc. ft^ffiSRISn^Ttf h— $/;M^©7BJ5fc, 
8L !££>?M*ii£:EM«lfSlU tafift^^hLt 

HJfe^J 9 

(1) mJEWt A#*O»[3|$«:fl|«&5lc0. 5gll25ml 

fclfittHL, lm 1 <7)7 5%x^y-;^^^fi?tfct, 7 5%x^;-;i/ 
Lfc„ #3R» 1 (i 1 Id 5 0 0 0 m<DH L - 6 0 j&M&£r£tr 1 0 %*F 
JteJfcjfnLffr£*rR PM 1 1 6 4 0 mm 1 0 0 u 1 Sr8S*D L> &£0!l 7 (dfE^^MT 

(2) 4 0 g(DHig^j6|5^(D^^^^ v^^O (0%) , 5 0 (2 5%) , 10 
0 (50%) , Xtt 150ml (75%) (D^? S —/Uk 160, 110. 60 
, XI* 1 Om 1 <D7k&1}[lZ.X 5: T* 3 O^f^^XU ^jfiT* 2 

IS t 5 Lfclt, J;oTttai^^#fc 0 w<Dttmr&£ 7 5 v— A^jg 

h — ->*ES!8?£t££:aiJ:£Lrt:o ^W^l, 0, 2 5, 5 0%x^y 
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iE/t'»^^3~5mm^lI»Lfct©4 0 gH5 0 (2 5%) , 10 
0 (5 0%) , 5 0ml (75%) <F>=.# S —JVk 110, 60, Xttl 

Om 1 (DtK^APx., £S"e2ll#lfflffi£ 5 LfcgL ^i§^«to-CttttS^^#fc 0 w 

7k8?»j *fi tibl 4fc <7) 2 ffle Id Mfiftfe*S JL b tL fc„ 
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5fe0. 5g|:25ml©7 5 %3L? S —;i'7kfeWi : &1WX.X 3 7tt2^iffit 
7t„ at^±f»Sr«ffiT*«&fS:@b, 1 in 1 O 7 5 / -^tKMIC^? Lfc 

^atts^<^ 2i%%>mmt wattj^w 2 o^^^^pj^^^^tLrt 

1 0 

(1) miR^^^O. 5 gtczKXte7 5%^*/— ^7ki&i£2 5m 1 Srflnx., 

1 m 1 <Dfc\zMffl\^tCo 

1 f&^ib 1 0 OffiF*"C?**SU 10//1 £500 0<@OH 

L - 6 0 *Bll&£"a tf 1 0 % ? i/l&KijfttR P M I 1 6 4 0 J&Jfi lOOfil & 
9 * n ^ ^-^U— h<Ol^3i^^^*DL-C4 8 B^ig^ U 

(2) HK50U1O- (1) ie«ttf>tfc^£>^ y — ;uttffiIl^iUti»l 1 lc 
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(Dffif&frn^ Oris? n-^ h ^7^5r^tiT*&5c #HKi:fc5V^Tlfcte«tfB*t5fi 
(S2 3t-^1) M9, 12, 15-t^^7*h!)i^ ( 

yyuyi) (Igi2 3t 0 — ^2) <Dy ^vi^^tvk y )\s^—^&$k<D\?—v ( 

El2 4fc 0 — ^3, 4) RXJi? V -feP— 5fe<Dfc°— y (024^-^1) tfSfcffi 

h— yU*5feCD t°— ^ (|2J2 4 tT— y5) % =*"J-g&fc3l5tf> fcT— y (HI 2 4 y 2 
) fcfcttlSft*:. 

1 1 

( 1 ) KM 0 . 5 g \Z.yfc % 7 5 %=c^ J —Jl-7kmm3tte 9 0 J —JVftM 

ISttBU imiw*i:»l!¥U, 9 0%^-^y — yu*iStti*ttJ4fe^KILTtt* 

»J3tb/tt 7Kttai^tt5ffif*3R«E, 7 5%^y y-/uftjij^te^»?$u 

9 o%^*y~/uttffi^te^y~/i^^H#£>l 0fgF*JR?R^ii5fiH4^^,P,tt 

(2) Hife^ijl 1- (1) IS*cCD7 5%^^y— /UttfcHfcJteBBLTgltfcMl 

02 5, 2 6 K**tf> 7 5 y -;i^ttt±l»^^lf^xi±t^o^ 

^y n-^ h^^^^r^-r 0 -r^^*,Ei2 5t4*«©7 5%^^y— /w&twp 
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*sv^T«Wilitt*H**3&£ (%) . m*4_b^f*^B#p H T (#) , TSBtt^4r^^## 

g| 2 5 x 2 6 m^M-J: 5 7 5 %^ y — ju^tam^izi-i^^-t}-^^ ^ 

JSSt C^^^^vlft) (0 2 5 * 1) Stf^^x-ir^lft (:*W >gf) (HI 
2 5t'-^3) „ 1 2-^^^Ti;^xy^ (yy-;i/t) ( 

|g)2 5t 0 — ^2) <D? f^x^f^, ^n- ^^5fe(D fc°— ^ (l2 6t-:5'2 
> 3) S.T>*^y irn— /u^5l5(Z)t 0 — ^ (EI 2 6 t°— ^1) ri^fcB ^ix^ U ir njj| 

fSJfiflJ 1 3 

h vvu-i^ y -t? y k (7tn-/|ii) > /j>*S5t€^^f^^ h->^v^y 

-^jjl/ : y — = 2 : 9 8 ©#J-£ £ 5 ± 5 31 * y — ^£r2fl;t fc„ ^(D^ 
?££RPM 1 1 6 4 0mmX'5 Of&Kl#3RU MJ-^O. 5m 1 ^fl&i^jfc 
itl 0%Sr^tt5RPM 1 1 6 4 0 IZXtgm LfcH L - 6 0 ftBBS 2 . 5X10 
5 fiSr*&^T^-Si&§lfa4. 5ml UllDxi, 3 7°C, 4 8 Btf^t&il U -t*L-fc'ft© 

T/-K b-i/*mmitm*mifcm 1 - (4) iE«fe«>^&^«t osueu s^r^h 

MMM 1 4 

»nettiftLfc&*&#U H«J9- (4) tmm<Djj%zX~tiitii*ft\<\ mmM7 

aa«twMTT&-r*s^3iw«ai8««j«!i®tt, HJSMSfsifeo^^T-T^ h— ^>*i§ 

36 



WO 98/20884 



PCT/JP97/03997 



37 



WO 98/20884 



PCT/JP97/03997 



ft 2fc (D gfc H 

3. ^ y t n nit ^ y t n t '®i±®>xte®y>)&&(Dy 

5 iti<J a* A^r&S X tttm„ 
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£t#7t 0 flS^^MiL, »»ft6 0rag^fc, r^M^llCT^ ^- 
->*^3§?£'te;6$l§#>lbnfc 0 

(4) H&Skm<DTi$ h — ->^»llgf^ffl(Z>ffllj3£ 

_bf£B!j£\ SOWIl- (3) IBtt0>iW«4&Ko#T# h—>^tsf3i§St£ 
SrJ^T^il^ {^Ziy^Ufc 0 ^iSM 1 0%tttt5RPMI 1 6 4 0i^i: 
Ttf* LfcH L - 6 0 (ATCC CCL-240) 2. 5 X 1 0 5 1/4. 5 
mil:, BmftWt&ttZkmnfote&O . 5ml 37=0, 48^if 

*S^Jo-CV>5T>f-y ->^Dt£$? (10/ig/ml) ^^0Lfc ; )fc^J8t$t 

Biffin ttMQuRTfT 9 °f- S -r^T '>^D8SAniC*3V^-CT^ h — '>*3fS§f1UB:;S 
5ftSS£*Lfco ^©^^§2 11^ El 2 fi±IEHL - 6 0 

ffi:t«l2mg/m 1 WBffi^ttMISO. 9 m g/m 1 cO MfSi^SrSS 

B#Pb1 (B*W) , «Mtt»ii#*iS*<0£jHBJI&8c (X 1 0 s fU/ 5ml) ^r^f, HI 3 

era^^PPtt7Kas*D<©*f^, et>L^Ri«Bij^^a, 6^f$teff^^Q£^- 

16 



n,S ^GE BLANK 



PCT/JPy 7/03997 

0 B^mmtiT 10.07.9a 



(5) T#b—i/xmnitm&mirziiitmm<Dmik¥&}&K 

( i ) NMR^ff 

JNM-A5 0 0^1^,|gI ( 0 #«-y-tt»t) 'H-NMRX^ 
^(Ofa^m 3 'H-NMR^^ h^-C^LfCo EI 3 ^*3V»-Cif^ 

«ttiJifc^*>:7 hfll (ppm) &7jk-r o 'h-nm 

'N-NMR (D 2 O) 
60.7 ( m%H&(Dmi%i(D * J-;V(D H) , 1. 1 (flsitft =t — .X CD 

C-5&(D*^;U<D H) , 3. 1 ~ 5.6 0&f^ * 5 H ) 

(ii) GC-MSM 

^Jfcffll- (3) f2*fc<Z>MM#J 2 m g , 5 * 7 — 1 .n 

l£fln*.£MffU 8 5°CT'3B#W^D^L/c 0 n -^^fy 1 m 1 "C3 @S 

ffiU #^tLf;n - — *i^ttffi^££*5Uffi-C#!j 5 0 0 /z UliliL, SWA 
t Lfc 0 

^*i*-*?vl^>91f>2. 6m 1 £$£j»tfy v>>2. OmlCM, &V^^ 
V^±fflfSrffiffl) 5«5Sr*n*., MIC 3 0 ^WSfcMb^:, ifcv^ 5 0°CflO 
1 m 1 -C3[5]gfcj#-LfCo #<bitfc* n a ft B t Lfc 0 

±IE> ^AMB^rDX- 3 0 2jf4##m ( 0 *m*t±M) 4r^V>-CT1E 
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G C - M S fttirK m L fc 0 

:TC-1 (v?-i/^xy^) 30 mX 0.25 mm I. D. 
?S>g : 130 °Crt>b250 °C£-C ^/minCD JJ-ffl., 250 5 ^W<75#61* 

tft& : <? J*jfX^ 1.2ml/min 

h7Uiij^K*t5ia : m/z 50~ 500 

^ h ^.so^** 'is lb#iw : 3 # 

#^A:TC-1 (v> — m^ih^zn^^) 30 raX 0. 25 mm I. D. 
fSiSt : 130 °C^h300 °C£T* 4°C/min<£>#?&, 300 5 #W 
jjfcJ; : ^ ]) ? J*J1*, 1.2ml/min 
-v* J*^^ h /WHILST SUSS : m/z 50~ 800 

^-^-y'^^m. (st/is (tf— ^3) , h 7irir>g£ (t°-^l) 

£fc. fWB^fi^y iru— ^£5fc<Z>t°— ^ (fc°— £1) , 7=i— x&teco 
\f—>7 (tT— ^2, 3. 4) , "dr->n — ;* ^ ^5, 6) , -v V 

7— ^S*©h°- (tT— *7) , h — *E&3fe<£>fc° — * (fc° — ^8, 9.. 

10), RWjIs? n ^ (fcT— ^ 1 1) tfsaHSSftfco 
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( 1 ) %Ltiktf=r* &tt<n&&W) 2kgSr20yy h/KD 8 0 y — 

1. 5a=y h©x> KI 7 3 - 7 t #f (WO 9 7/2 

6 8 9 6#BSJ \ iO%rox^;-;K 1 0 0 mMtfbt h 5 OmMS 

fc#/Uv"7i»3r^-t? 2 0 y h/KE>j»Wifc (pH8. 2) {CflgiBL, 25°CT*2 
4I^W*»< li^L/to w liA^&^iSU « $ Sr 5 0 mMtftt h 1/ 

r— £ (t^ft^bfiiliS) , ioomMyy»r**thy^A, 100 

mMl^th^^, Sl^l 0%x^y-/i/^tfif^ ( P H6. 6) 40i) 
y h/W-MU 2 5°CT'9 6 H5IH]a»< f*Aybfc 0 SriS'L^BI U ttb" 

i oomMSfbthy ^^^tfi 0%x^y-^-eM^fiLfc o - 

#HtU #«bix£:_ht?lf£_hfS<t m^WX"m^^m\^, lOOmMiKbtMJ^ 
8CHMU tf'^Vl^J; «9<^tt£JB^l . 4 P y 

c<Dtettj?££, i Mmt-r h y ?A^&«b^c&¥$Hfc;Lfc 2 . 9 y y n>v<o 
<t:-^hy^A, 6 y ^ h/ucoTK, 8 y y h/uox^ y — /KowH-c^Ui Lft 0 

#^m®^^r^ b-^xMmftm&nMm 1 - (4) as^^Sr-cay^u 
^?y— ^mtam^^mmnmm. =^;-/n:»isui7 5mii:u -e 

tf)5*>5 8 m 1 fee>d»C«)J:^V— A'T'SpM: Lfc 1 130ml ©t7r3 
-^LH-60 (7 7/^'>7ttS) *7^lCWttx^ y — /VT'^tH U 60 
m 1 fo^Lfc 0 
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^ttJW^^TTK h — '>*#3&fiH4£^iS0»l 1 - (4) Sa*W*?Sfe-CffliJS Lfc t 
^W#-i5-8 ~ 1 5 <D#®, 2 7 — 4 9 0^®lc : f*flH4J4M< , 1 
6-2 1, 2 2-2 6<75#^<Z>^S^TtH h — >*^{1M^1S& "btL7t 0 
C<^t£c7}5£V^iIj<7> 9 ^-3 #® 2 1 , 2 3) CFILT, % 

137, 8, 9, 10, 11, 1 2 KL#i®#-5§-2 0 , 2 1, 2 3 <D#* WltfC^ 
^X«*t^^<^^^^->^ o-r h i/^A?r^-r o 12 7, 8, 9fi5>®# 

^2 0, 2 1 , 2 3W#*cOflgStJ^^O^^-^^n-v h^^A?r^i-|2I-Cfe«9 
,|§110, 11, 1 2(i^I#^2 0 % 2 1, 2 3©#^C0$t©^5)O^ty 

EI 7, 1 0 K^-TX oK. 5>SI#^-2 0<D^®^?jl4-f F7T*>i (U^ 
^•>gfc) (EJ7fc° — i7 1) , ^Zc-V-^fUl/m. ^i) (|7t-^3) 

, ^df-iJ-THr^lft (IH7t 0 — ^2) , 7* -fcvifc (*-i"f>§£) (17 

fc°— ^4) co^n^iO^ ^/i^;*7VK -7* U ir n— /u^^cd t°— ^ i o ^ 
— *1) , #9* h— *&M(D fc° — * (1 1 0 t°— i7 2 , 3, 4) fimth£ti:t 

0 *fcEi8, mil {^^-r=t 9 ti^m##2 1 (o^sr^biiT- v^^ts^-m u 
y*^^) (ei 8 i ) , ^-y-yx^m i^^^^^m (ist-^ 

3) , ^IfTHrvSfc (|8t-^2) , &Xf*t (*\"(>m ( 

EJ8fc°— ^4) ©^Mti©^f/^7f;K ^ y -fen— ;v^^(D t - ? (111 

1 fc°— ^ 1 ) , tfy? h — *&&(D fc°— ^ (HI 1 1 tr— * 2 , 3 , 4 ) ,V»&ffi3 

£7tEl9, El 1 2 l^-fj; 9 {-#Si#-§-2 3 <Dftmf)>h\-Z^**)--r V > g£ (^ 
/U^^^ift) (El9t 0 — *1) , RXfi*? fT-Z^m f'3 9tf- 
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^2) <D* 7VWn;*7VK # ]} ± n— jV^^(D fcT— ^ (0 1 2f-^ 1) 

, 33 ^7 9 h ^ ft 5(5(75 1°' ^ (0l2fc°-^2, 3, 4) ^tilihfc, 

(2) ^5&#iJ 2 - ( 1 ) '{CfE«cC0-tr7T n — XLH- 6 0 # 7 ^^ttJM^O^ 
i®#-5§-l 6 ~ 2 6 £.$feg> %! ^*fg;S?£, ^|^^a*/^l;^U fcib£> 
n n sjvUA-CSpfl&Yb Lfc 2 0 0ml T h n far— X 6RS-8060 

T± h ^CDit/$> 80:20, 60:40, 4 0:6 0, 20:80 (Df&^afaX'lWM 

Ell 3, 14, 15, 1 6 n n zlvvi^ttj®^ £ * o n > Tir h V 

7 ^§r^-f" 0 -f"&fc>*>E! 13, 14 fi^ n n ^ n □ £ 7" 

•fe h^<Dtt&8 0 : 2 0 <Dfemmft<D&* (DfliKfifc^^^-f a h ? 7 J» 

&^1-mX*h Y) , 0 1 5 , 16 (i^ n b *:y^A^{±iili^^ ^ n n > 7t h 

®t?fc5 0 #0tc:kv^^iaiif@*m^ (%) , mm±m-zGkm$ffl (#) , r 

$P f* * * ^ & ^ir a 

013, 1 5 iZTjk-f-X 0 Kl, ^ n n^Ui^ffiM^/^fi^^^^ 
/I'St^K) (1 1 3 t - ^l) cdt< tvi^^tvu, i/yirn— /i^tfi ^co t°— ^ 
(0 1 5 tr— * 1 ) . ^tftffi$ix/t 0 tfc@l4, l 6lC/TtJ:5}:^°*^ 
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kT-t h XDttti 8 0:2 0 <D&mmftt>*tbteT h 77** V *J-^m.) 

(Hi 4 fc°— 9 1 ) , RXf^ JcD-^jJ >Wt (^/^%f-^Wt) (HI 1 4 tT— * 2) 
5vt^;*^,i^ ^ytn-^i*Ot°-^ (m l 6 fcT— 9 1 ) ^1tt±i^tL7t 

o 

(1) mmwi- (i) isM<n-tf=i* &m&%:<Di&ttim<D4 ommm%}2 3 0 

mlC7kl:ttL9 1 0ml iL, mi:x^/-;i/4 9 Om 1 $:iiDL, 2£$ 
Wa»< fi/kSL iS'k#AiU 3 5 ^"5T^#j^p^bfc 0 :©3 5%x 

* y — ^BT^#»Srfl|jfilft@^. 7k 1 0 Om 1 IrttL, #CV^-?^ n n^ui. : 
^y-^= 2 : lOS^4 0 0ml^«DU fi/utlL ^gfLfc±jf 

^^IeJUXL/Co TJitf>W8H§8ltB&e*8L **iDtt 1 0 0m 1 i: 
f^iS:3[Hli»«9igL-C#e)ixyt_bJi^*fl|3fi|fe@^, ^ nntfvi/A 10ml ^mtM 

^ n □ Lfc 2 0 0 m 1 7 h n t'-X 6RS-8060 (-f 

h 9 0:1 0, 70:30, 40:60, 20:80 CO^-^-CMI&Vg 

^(VfeM. 9 n n3jvi/.kjgtfjjlf#£ ^ n P*;UAt7ir h ^(DJt^4 0 : 6 0 

w^ffi m^t-^v >7 # h - is * m^ftfti &mm l tc 0 

(2) ^ n njJx/UAlSttJM^t-ot, > V i3 ?Jl<Zf U— b 6 0 F 2 54 (>Ol^ 
*h») ±»Jl^jKy h Lfcm> SMSfiKt Ur^dP-^V : 3i— ^/w= 9 : l£rffl^ 
, mm^u-T- h^^— ^rtTor-C^ Rfl^O. 2 5C7#h->^ 
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^ n-^ F^7A|r^t 0 -fft^H 1 7 liR f fit^J 0 . 2 5 <£>*#y h <£>J!§KjsJc 

&<D£.'f*>?u-vh?7J*&tFlrEl~e$>?) % H l 8 liR f mm o . 2 5 

[21 1 7,1 5(-R Mfi&JO. 2 5<D*jtfy h77^#^ ( 

^J^f-^i) (ii 7t-^ i) \ ygg) (Hi 7 

t°— * 2) , ^xir^^ (^-U-T ^ift) (117 t°— ^ 3) <D&*<D* 

^uni*7^K JkTfiyi) -fen— yu^^Wt 0 — ^ (H 1 8 fc°— ^1) fls&ffi £;h,7!: 



(3) ^aD*/^trir h^(Dtt^4 0 : 6 0 cD$gajli#lc:o#, JggB&jft 
i LT^ on*;Ui, : * # J — ;V= 9 5:12 &Wm&t&k LtiV\ ItS ^ n 

Hi 9/ 2 oiviR f ffi^jo. 3 3<D*#y h^Jiif^XfiM^ro^ty 
4><^^>T^-^^ n-v h 7=7 A^7F-t~H-efc 9 „ H 2 0 liR f §Lm 0 . 33(07^ 
(%) , «tt±lfBttiSl*^|HJ (#) , Ta5fi^^ J r^#-§-^^-r o 

Hi 9, 2 Ot/Tti^-R ft^lO. 3 3(D^^^ h/l^fif h 7T*>i 
H 1 9 fc°— ? 2) <d^t*vI^*tvK Jf?? h— ;*Ef33fetf>fc 3 — ^ (H2 0t°— ^ 
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2, 3, 4) av^y -fea— t°— * (02 0^-^1) a^m^n/i, 

J£AJb, ±iaH»J3- (2) XtfHlfe0»J3 - (3) fettCQ^tfy Mcte;/!J-fe 

H»J4 . ;• 

^^M»lmm^W2. 5 k g (H 1 OfiO*^^ U %M 

-/^<t&5 <t 5 iC^y — /l/ft^Tlc^^t, 3 7°C, 3B£|ffla>< fiA/SL 

y ^ y — n o zfc/W-A : y ^ y — }V : tJc= 2:4:0. 8 k ft Z> X 

d *^i»t¥f ft tfc 2 0 0 m 1 7 ^ n f-X 6RS-8060 (thn 
^Jt^4 0 : 6 0€IM, T-feh>, y * y — /v-eMB&Jgffl^'tirfco 

->y*wi/-h6 0Fas4 tc^^yn, yy^y 

5 m 1 ©® 6 0 mM HC 1 , © 1 M g^gft, (3) 1 % N a H C O 3 , ® 1 % 
Na 2 C0 3> (§)l% Na 2 C0 3> n n*/l/A : y $ y—jv = 2:1, 

(7) 7 5 % a: ^ y — a-tR^?^ ® 0 . 1 % SDS, Xtt® 0 . 0 1 % S D S £ 

£n*.> ®> <D, <D, ®, st^(D(i6 o°c-c N ^rft&^te 3 7°c-e 3 ^wfififfl ut 
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A. itl^iC 2 5 m 1 (D 7 5 %=^<? / — /MciM^n^T 6 0 o C"e 2 B^FMttj L 
, iS-i>±?if Sr^/ST^^S Lfcf& 1 m 1 O 7 5 / - /M< i^flf-fo 
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B. 1 0 m 1 <D±m\Z 3 0 m 1 (D^f J — )V*1&%.Xte&\,^ oS'l>±rt 
c. ±?f £Mj£T«!£ia U 1 m l O 7 5 / -;^^lc^t5 0 

r o ^x^htiti^tam^ 7 5 y — /wki£^-e#riRu 9 6 * 3 

^^^-yu-h©^i;H:5/i 1 "f oAax.-CJlL^Ufcf^, 5 0 0 0i@<DHL- 
6 Omife&^& 1 0 PM 116 4 Omm 1 0 0 fi 1 ££n;t. 

LTV^**^0>**RffiF3S£7j*-f- o 7 5 % ^ / -/UTK^f&^ttffii- 3 if* f-s£ 
t£. (CD A. ) XteT^IJti (@A. , ©A. , ©A. ) 05 — i!fc**airt*-C-1ft3fca 
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(S> 
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<S> 
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(3) 




< 2 





mmm6 

(1) mB5tf>^^>7< v\ ^<^>^v\ -^>f**\ niy^^/r, 'W*<ir 

±fE£ <D C (Dffi$t!®)&0 . 5g|I75 %=c? / — ^7K?gfi£&- 2 5ml jSsflP U 

^?a-e2 0#ffittmufc o jS'k#g§^J: <9 > J4fcH$t£*#fcm> Steffi tf5*r?^/±Ti>S 

(2) ±ie^js^j6- (i) mm(D^? ; -;\smmm<D&A;mmmmwmm± 

n ^ ^-^i/- h <d i)i;H:AiX, -e ' 5 0 0 OlCH L - 6 () *ail£&'£tf 
1 0 %4^&i&Jfiuf^WR PM 116 4 Oiffifi 1 0 0 jtz 1 ^rAOx., 5 
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g /m 1 CD 3 - (4, 5 - i?> =f-;]s*5-TV— )V- 2 ->f/P) -2, 5-y7x^ 
/VT" h7'/!)!)A^n*K (MTT ; ">^ttgSl) U 1 0 m 

fc, 0. 0 4N HC ltf 2-7'nlf/U7;P3-/H 0 UiOitJ;<^ 

< (iAy l, 5 9 0 nmK&tf &BRftm&w\i£isT ztizmmmmmt Lfc c 

3 0{§#3R?j$i: % ^^-^ v^co 1 OffiF*3R*K-C#BJiaf*5EaSL, 3^ V ^ JI3 i« 

(3) -Mmme,- (i) ie<k<75^'>^ i?(Dx.# j — ^ttai^^BabTmsi^j 

El 2 1 , 2 2 fC^-r J; 0 \Z.zr-r~s* 's<D^? / — /uam^^{C(i^=3rihx^ / 
Wt (El 2 1 if— * 1 ) , S^V*- 9 , - 1 2 

#^31 (yy— /uig) (El 2 1 tr— ^2) cop< ^vi^*-r/K fjv^L — 

5f5COt°— ^ (0 2 2t'-^2, 3, 4. ) „ V= h— ^*3fecOfc°— ^ (El 2 2 
t°— ^5) -fen— ynfc ^ (El2 2t°-^l) j$SJ&aj£tlfc 0 ; 
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7 

6 flEtt^^v'^ ^0**Stt»8H&#5 5g&250ml<7)75 %zn * / 

U f*tiiti££*#.fCo r<D#jffiif&£, n — * y— U — * — (3 0°C) Vmffi 
tt@U 2 0 m 1 (D 7 5 %x ^ / -;UtRMI:M it, ^ttfflaisg 

*U ft* -e^(C5 0 0 0itOHL-6 0M (ATCC CCL-2 

4 0) 1 0 %q*ffi l Mlfa.mi£&R PM I 1 6 4 0*H6 1 0 0 n 1 £flD;t, 5 

%jK&#*#3et, 3 7°ct-4 8^rfl^*bfc„ mj&(DmM*?fc¥mmmxMm 

Lfc&, 5 m g/m 1 (DMT T U >$?^«f^^7k*M 10/i 1 ?r^0X.TM(C 4 B# 

p^*^^^, mm.mx*mm(D3ii^ttm&mm^fz 0 o. 0 4N h 

C 1 -a-^T 2 -T'n 100// 1 < ^< U 5 9 0 nm 

iz&tf?>»&ftm&m7£Lx~ti*mmmmmki,ti (mttso „ 

28 

^£2Fn/:ffla(^jg34*) 



THIS PAGE BUWK 



(irapro) 



p : y. $ J : tK= 6 5:2 5:4 1 ) > ^on zjwu A : y ^ y 
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2-efi, w — ;\sffimizfcfo1-Z>X7$y hi*&tEirZ CMftt , T'y^y^ 

* 

Hie, &fri<DAmfr&m#>Tmffiifcm&. ^mm^mmi^x^v *y/^7A 

* n-e h£rfTofc 0 k LT, ^do*/^ : p< * y — /V = 9 5:5 

K^tL^W^SrT LC (^db*/^:^;-/U=9 5 : 5) "C^flfLfco' 

8 
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tSRPMI 1 6 4 0Mi:tt§*LfcHL-6 0||lJi2. 5X 1 0 s i/4. 
5 m 1 KaSjjnU 3 7°C, 4 8B#ffli#*Lfc 0 |PJB*K*tfiH«)|Sf t Lt, ^©tKS. 

0//g/ml) ^^APLfc 0 3t^SS^»fllT"CT^ h — * /h # 05 , mm<Di% 

&<Dmm&$imwLmi,. £.mm$k$:zv^hLti 0 ^.thbco^L^mmzn 

7 5%^*y— /uzkM^ 5 o%^*y — /U7k®^ttai*fe»{cr.^ h-v" 

H»J 9 

(1) TtT|R(75fc ?9frb-*y v-^/U— A#*(D*ttf£**&5fcO. 5 g|- 2 5m I 

ftttftHL, 1 m 1 (D 7 5 y — /w;*c»&KiSA?LfcgK 7 5%x?y-/u 

7K^IS"e%^Lfc 0 *frJfcil£l /i 1C5 0 0 OiOHL - 6 0?itt£aL> I 0%^ 
^i^lfiLff^^R PM 116 4 Oi#ifc 100//1 SrgsAPU HJS^'J 7 IljdfitcOMT 
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(2) 4 0 g<£>HJ£0»J 6 SEtttf) v?HO (0%) , 5 0 (2 5%) , 10 
0 (50%) „ Xf* 150ml (75%) <D^& J —;Ut 160, 110, 60 
, 3Z.fi 1 0 m 1 (D7k&1]UZ.X 5: ^rif — t? 3 0 $J>ffl* "J" 'T XL, ^tat? 2 B#IW 

u HifeM7icfs«coMTTfe-e^Ay^^tim«]*Jf§tt, HJte^ij8iatt 

W^feT'T^ h — '>^WI*ffif4«rSJ^L^:„ ^©il, 0, 2 5, 5 0%x^y 

3 ~ 5 mm^CiEer L/c^CQ4 0 g [Z 5 0 ( 2 5%) , 10 
0 (50%) , Xfi 150ml (75%) CO^* y — /V b 110, 60, XfS 1 
Om 1 (D^Mtl. m&X*2mmm.h 0 \^t^k. 5iCJ:otttffl«!^t 8 - 

(3) misow ^^^^*t^L-c^L/i^*^*2 ic^-r^f^-c2 mm?& 

ttiLfc„ 
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^■5> / — ?v 
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}&m$F*(ml) 
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0 . 5 


2 5 


2 0 


6 0 




0 . 5 


7 5 


1 0 




<3> 


0 . 5 


5 0 


1 0 


£(JDL 


© 


0. 5 


■75 ■ 


2 5 


^2S. 



* 

(4) rf?IS<DW Z tr&mtm^'xtrt, Lfc. <D U -£<D#> 

*0. 5gC2.5ml07 5 ^ 7 — /I^tK^^^^D ^"C 3 7 °CX* 2 B^Wfttti L, 
7to iS'fr±?*&»ffiT»*81£B 1 m 1 O 7 5 %x ^ y -^Tk^l:^ Lfc 

1 0 
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B^mftftlT 1 0.07.96 

(1) mm<DW^O. 5 g{C7KX»*7 5%ac^y— >U7fcjg^2 5m 1 «r*n^., 

1 m 1 O7K^@)|?Lfc 0 

^<7>ttttJft££ 1 ffiF^b 1 0 OftFS-^ArfSU 1 0 /x 1 £500 OfllCDH 

L - 6 0 tr 1 0%^^^^Jkm^^R PMT1 6 4 0 tfiHft 100M £■ 

9 6 ^ n ^— ^U— h©^x/H:ttLT4 8 B#IW#£ U 

(2) UMlO- (1) 3B*&<©tfc*?0)3:* 7-;>tt«iUtiii 1 

in 2 3, 2 4ti^<o^^y— /vttaiac^wjmir^xttSf^o^^-^^ 

±^ u-^ h ?7 Jx&TjkirmX-fo'O , I2 4(t 9 7 — /l/ 

®2 3, 2 4ic^£o\zw&<D^? ;-/ismmm*ia*^*-y-7 £ z>>m 

(02 3tf-^l) 12, 15-t^^f*hyxy^ ( 

y ; (Ei2 3t o — ^2) <d* ^i^^^/k i/;u3-^fi*©t-^ ( 

IH2 4t 0 — ^3, 4) ,£.U^ y -fe n— ;\s&M<D ^ (i2 4f-^ 1) tf^tfcj 

h— /\s&J£<D e— ^ (i2 4t°-^5) , 3^^&3l5<Dfc 0 — ^ ([112 4^—^2 
) t^ffi^ixfco 

HiiSMl 1 
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R^UZWriy I 0.07.98 



( 2 ) ^JfeM i .i - . ( i ), tsm<R,7 5 y — /WititJ^-Si LT^0<J 1 \z. 

125, 2 6 7 5 %^ / —/utemto* m%«f&ftxtemf&ft<D$-s 
^^xmm-zmtt&m (%) > amiii_lsb«:<s#b#m (#) > Taw***^:'*^ 

El 2 5 % 2 6 tr^-T i o {Z^m<D 7 5 %^ * 7 — 7l4ifctJ$3 fi^^1f"7* # ^ 

(^/v^^-^ift) (m 2 5 t°— * i ) -blxj-ht* ^^ir^^ >m (m 

2 5t'-^3) , v^-9, 1 2 - t^^^^x^S (y /— J^Wt) ( 

H] 2 5 fc'— ^ 2) £M ^vU^^tvK ^/U=3 — *&5fe<Z> fc° — ^ (02 6k°-^2 
, 3) Stf^U i?n-/n£&<Dfc°— * (tU 2 6 h"— ^ 1 ) tfs$fcffi $ 'J ir njjg 

Hifi0»J 1 3 
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-try K*M(On-r*y[;iSL, ifiWR&SK J: 0 r^lcin 

-f^^ : zc^y— ,u= 2 : 9 8 <b S <fc 0 =- * J ~ /U£r*D X.tl 0 

fKSrRPM 1 1 6 4 0i&*t&-C5 OffiFK*fRU Il:t©0. 5ml*. ^M&ilifc 
fff 1 0 %Sr^^Ti"5 RPMI 1 6 4 0 KTiM LfcH L - 6 0 ;M 2 . 5X10 
5 fl§Sr-aW-T51§»^4. SmlidOt, 3 7°C, 4 8 B*M*M U -£ft^tLCD 
T# >*^3§f£ffl£H;6£#iJ 1 - (4) fSflc^Sslcfc «9ffl!J3£U 3fii^T#> 



«JBfti*L;fc&8MfcU H*£#J9- (4) £l^#0>;£ifc-Cfl&ffi£:fTV\ ISlfefll 7 



y * contra go 2m^mmt-rx(Dfe$:m^tc&ftt&iiim(D sm^mm^mw; 

irn»flg|fr|: £-*-£T# h-«>:*183&3«J#«{fc£ix<5o ^ y y irnjjg 



itSM l 4 
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2. (giJBfc) 

y ir njjgft&tf/ 3Z.fi ^ y iz nJSJJgflf-cfc fgffi 5 ~ 7 v^-f 

10. (HiJIfc) 

11. ^ y ir nif SUt/x«^ y t n«f ^ftft, »^«JXtttt 
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